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(glycylamino) benzenepropanoic acid Et ester HC1 salt (syntheses given) and 
sapon., showed IC50 = 0.88 nM for inhibition of . alpha. v. beta . 3 integrin. 
REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L6 ANSWER 9 OF 9 HCAPLUS COPYRIGHT 2 003 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999 : 576913 HCAPLUS 
131 :214295 

Preparation of meta-pyrimidinylamino benzamides and 

derivatives as . alpha .v. beta. 3 integrin antagonists 

Rogers, Thomas E.; Ruminski, Peter G. 

G.D. Searle & Co., USA 

PCT Int. Appl. , 117 pp. 

CODEN: PIXXD2 

Patent 

English 

5 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 9944994 



Al 19990910 



WO 1999-US3281 19990222 



W: AL, AM, AT, AU, AZ , BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE , 

DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, 

KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, 

MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, 

TR, TT, UA, UG, US, UZ, VN, YU, ZW, AM, AZ, BY, KG, KZ , MD, RU, 
TJ, TM 

RW: GH, GM, KE, LS , MW, SD, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, ES , 

FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, 

CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 

ZA 9904406 A 20000211 ZA 1999-4406 19990211 

CA 2322207 AA 19990910 CA 1999-2322207 19990222 

AU 9932947 Al 19990920 AU 1999-32947 19990222 

AU 753230 B2 20021010 

BR 9908470 A 20001205 BR 1999-8470 19990222 

EP 1060164 Al 20001220 EP 1999-937927 19990222 

R: AT, BE, CH, DE , DK, ES , FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO 

JP 2002505323 T2 20020219 JP 2000-534538 19990222 

EE 200000506 A 20020415 EE 2 000-2 0000050619990222 

NO 2000004316 A 20001106 NO 2000-4316 20000830 

PRIORITY APPLN. INFO.: US 1998-34270 A 19980304 

WO 1999-US3281 W 19990222 

OTHER SOURCE(S): MARPAT 131:214295 
GI 




AB Meta-pyrimidinylamino benzamides and derivs . (I) [R = H or lower alkyl; X 
and Y = the same of different halogens] , and pharmaceutical ly acceptable 
salts and isomers thereof, were prepd. as . alpha .v .beta . 3 integrin 
antagonists . Thus , 3 -hydroxy- 5- [(1,4,5, 6 - tetrahydro-5 -hydroxypyrimidin-2 - 
yl) amino] benzoic acid HC1 (prepn. given) and Et (S) -3 -bromo-5 -chloro- 
. beta . - (glycylamino) -2 -hydroxybenzenepropanoate HC1 (prepn. given) were 
reacted in 4 -dimethylaminopyridine , N, N-dimethylacetamide , and TEA 
followed by addn. of 1- (3 -dimethylaminopropyl) -3 -ethylcarbodiimide HC1 and 
TFA to form the TFA salt of (S) -I (R = Et, X = Cl, -Y = Br) . The 
meta-pyrimidinylamino benzamide deriv. was deesterified with LiOH in H20 
and MeCN to yield the TFA salt of (S) -I (R = H, X = Cl , Y = Br) . Selected 
compds. were tested for . alpha .v. beta . 3 integrin activity and exhibited 
IC50 values ranging from 0.37 to 23.7 nM in the vitronectin adhesion 
assay. IC50 values for compds. tested in the purified human fibrinogen 
lib/Ilia receptor assay varied from 131 to 2440 nM. Inhibition of 
aggregation response for a series of test compd. was reported to have been 
evaluated in human platelet rich plasma assays (no data) . Compds. of the 
invention are claimed to be useful for treatment of tumor 
metastasis, solid tumor growth, angiogenesis , osteoporosis, 
humoral hypercalcemia of malignancy, smooth muscle cell 
migration, restenosis, rheumatoid arthritis, and macular degeneration. 
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